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[0001] *|SK»,ff^f-^ORLl (opioid receptor-like 1) 3t^f-> ORLl^^ 
[0002] JV^f^-V ifr/V^T—sYOtb IH— #»fC) ^-tr^K-^^KiiSfil^flf a&S: 

li s^u-oii^JWttfeoiiuexttiaii • «s fcH^u-a ^ tm^btix v ^ c 

^MttfcfclRl, *WffA«2 % ##fFZ«3, ^#fP^4, ^#fr^5S:^# 
fr^6) 0 

[ooo3] oRLi<z)^m^(®Jfc$tifcy^r^b--^^{;:*5v^-c{i N ^/ut^Wte^ 

##fFI«8) 0 

[0004] Ufc^oT. ORLl^<7>/i^fe7 p ^>'^>^'^tr#M^^IS.^Ii'5^SCf*> 

[0005] t^X\ khORLl *\?*JY^fc(0*V~~sy.(D > &nX*tt4Y&m-fo 
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t9) 0 ^(D^mm-±s ^(D^^vv^vt^^m^hti-r.^mm^ 
[0006] — ftmn^wrMommz&^x^ mmt&wn. if^mmRxfm^m^ 

^ffJcHkl:^^— (Nature), 1995^, 377#, 532JC 

#!&WXffll2 : yiM^7V — — sisL— ta^acXX (Society for Neurosci 

ence), 19963s 22#, 455H 

##l^;£iifc3:^— b(NeuroReport), 19973s 8#, 423M 
^N^fr^Olfa :3— nfTV- 1~)\"3r-f • ~c±— d^m^ (Eur. J. Neurosc 
ience), 19973s 9#, 194K 

$F¥?WJ:ffll5:^— ulM^>-;*(Neuroscience), 1996^, 75#, 

^t^^cme^^-f-^^aife Sciences), 1997^, 60#,PL15M^it^ 
PL141H 

3¥(&ffXW u^^ls^U?— X(Neuroscience Letters), 19973s 2 
37#, 136H 

^MSffcfcflte:^^— (Nature), 1998^, 394^, 577JT 
0m^XM.9:^^y^'U^— X(FEBS Letters) , 1994^ , 341#, 33H 
##f^£®U0:^^— (Nature), 19953 s , 377#, 532H 
##fF»ll:^^^ (Science), 1995^, 270^, 792K 

[0007] L^U^b, th^^^SS^^ORLlst^^^fc^il^tbT^b-r, fcf^ 



WO 2005/045042 PCT/JP2004/016552 

3 

[0008] ss&inr** ±m&?ki!im(Dmi-zwkmKM&xte£frtch<Dx«3b<9^ wj,t\-<om. 

[0009] **BI#b»4^ -LIB g 6<jS^i-^<«i*W*«*afelBf*N T#^1f /KDRL1 

[ooio] -rftfc^ «§Rj<^im, ia^j#-^i^iam^^ia^j^tPw^^#m^-rs • 

o 

[0011] #3&9!©$eB&W\ ^##lKi|B«©4ttE^36»fcft*-^«r«f«i:i"«- £ 

[0012] %tc s <Dmm-±, m&mm \z.mm<DmMmmxfeznkmffi&fzm.mm 

[0013] ^^©|@J|i^-l±, "ltf3*©^XB*^«r& ; rr5-^S:4«» 

So 

[0014] jfrnAM^vm^ mm^2tz.^m<DT^;nmm%^&^k&!&mk 

V^lXf42£A-L©T5/ift* s ttlfe^ f*»XW#A*tbfcT5y*B^J*»6>*5 

[0015] rojsfcOTk ate^K ^m^^-x^^M^fUffl-f-^-i^ 
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[0017] *»M©-fb-&*©ffMB*aKW:, ^oRLijt^^xu mm&&& 

nuts mm^mmt^m^mm^^^^<Dmmmm,\Hm^^M(D 

[ooi8] *mw<Dik&m<Dm-mj>fe^ mtitfc&&&. i?vvorli*>v^«(o 
RLiiUTo^^-r5f-/v**o^^^«)^ftb*"^sxs^, ymoRLi 

[0019] ^<D&omk&m<Dmmjfmz.&fo\^ m^moELi^mvtcmmm'^mm(D 
[0020] ^mm<Dwm, ^^MRxfih^m^mm^^fi^ ^m^m^m^o 

[0021] [mi]mite. T^fVl' (rhesus monkey) ^tt^fch (homo sapiens) <£>ORLl^ 
[Hl2]El2te, T^<fif/l-ORLltrffl^fc^^^*5V^T, [ 125 I] [Tyr 14 ] /^-fe^ 



WO 2005/045042 



PCT/JP2004/016552 



^£orli— (D&m&fa^tnm&z^-i-yy^-e&Zo 

[0022] £JIT> ^^PJ<7)0^^^^-oV^T^ffl^0^i-So 

[0023] #35513 ^*5#5 r^mj DNA, RNA^b<f»tfP§^fcDNAX^R 

NA£VM,\ £L-<teDNA£l^o p|aDNAi:UTtt, t?;J>DNAX*hZ>kc 

[0024] ^Bia^53^5r^il$nfcj^X^>'/^Ki:^> mm^DNA^^ 

[0025] ^fc, #3PJ fc*5tts wy ^^ft^-c/M^y ^-rx-r^j ~ o©^ 

HSffJi"^ Molecular Cloning: A Laboratory Manual, 
jjy^ w ^( 198 9).9. 47-9. 62^11. 45-11. 6lKllB*t£;frfc'M''7 > y 

^-vay^Tt-, f@s&;L^:/y^vx^;5r££;tgfc-r5o iWfl^ui 

2. oxssc-e^-r-5##^^ff btt^o ^by^^>-51^(^fc&. 
K3StfZ>MMi&%, m^&xWs*J~l/*s—bVX<om2. OxSSC, 50<C^ 
XhV^^^y— tVX(OmO. 2XSSC, 50 o C*-T?51^i-5rir^-T?#5o ££>^. 

[0026] ^kK. \ZM&T% W/VORL1 [WV vTt£PJ!i-5o 

[0027] ^PJ{31#^T^^f-VVORLlst^^> 1113^S^— TVU— rV^W 

[0028] r^^^om.mm^(D^-^^mtvxnm^mmit.ti:^K 
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*©OTMWtf^fcfc:5' -RACEX«3' -RACET^ScDNA^tii|il-rS^fev 
"TO, M'^l^ TiJ^'f/K tf^-Ylf/K ~*>-1f/K yxif/K T^tfx 

[0030] umm^2\zmi&<DT%;mmi\ttir%*i''*?m. (r# v^okli^^w 

Jni&WhJ;?^ 370T=>/^bft5 o T^^if/i^ORLi 

^>v^|C (ia?!l#-S§-2) £fcbORLl*>v^|C (|B^l#-^-3) £ORa<Df I HH4f*97. 8 

[0031] T^yif/VORLl^PM^ibT^#^0JPl«^V^5 N ^ftriftfc^ MzLi-£, 
¥!!UfcT^yifVvORLiat^^^m^^--^#XUfc^, r<p3S5I/<^- ( 



WO 2005/045042 PCT/JP2004/016552 

7 

[0032] ffi^J#^2fc|5«or5yiftBa^J*^i-«^^/^KX»i*oaES#:Sr 
[0033] £fc, teUTw ^-r^^^mXf±at^^^-f-^^m-<^^- (lam 

l. mnmm\^m(D^m^m^hm^^mk 0 

/VORLiatfe^f-o 

o 

[0034] ^m<Dm.m?t^??—n< ^(D^m^rox, ^m^mstxi^mB^^m 
ut**. mm#im&<D^??—xhfo&mzmmtt<s m%.&. pcdna3. i >p 

BlueBacHis2. pCI— neo N pcDNAI x pMClnecK pXTl N pSG5^ pEFl/V5 — 
HisB,pCR2. l.pETll, XgtllX«pCR3. l^mfhf^> a ^^(OBM*-^ 

[0035] ttc, tuiBi. i-&tfzrmmmmfcmm<Dm.mmw$r5tt j ttt, ttfiB^sia^j 
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[0036] . iSb Ki, «U BtflE*im^-<^-^tP^^ffl^ (7£ JttelfcNBJI&) S:t>am 

[0037] *&m<Dmwmmmz. 4^o»«ot % 

\,^-rti-?h£\f\ frfrzmjfokvTi&s Mri$ma^ cosi, cos7 x cho 

„ NIH/3T3, 293 s Raji, CV11 N CI 271, MRC-5, CPAE, L— M(TK — ) N H 
eLa, 293TX(3Sf9^#tf W5 0 18fldM&^?*—$:fepmfa\Z&AttJ7fe 

[0038] *is^tt N mmm^2^mM<or^ymm^i^ir^>^Mxn^(Dm 
[0039] #3&8n @b?u#-s§-i fcia*oittaaa^i«r^ri-s«*, &tjwj# 

[0040] 
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[0041] &-f^ ^^b^o^^^^^i-^^^^^ffl-r^ir^J:^, 
[0042] ^K^^lfcoffffi^ifett. -^/voRListfe^-Sr^Au, ^ans^Srfsm 

[0043] ^KojRa^'f^'ferofNiii^ifett, ^/vorli*I£^-£^AU y§&ft 

[0044] «4ftfl5-fr*ibTfa. #^JP1^<, Mtttt. ''WK, 

[0045] ^OKLV&fctt&nirZmi&te, mMm^&<Djj$xX«mM~ttl&£ 

•T?^f^#^[5g^tt^V^ N pcDNA3. 1, pBlueBacHis2 N pCI-neo 

, pcDNAI, pMClneo, pXTl, pSG5, pEFl/V5-HisB, pCR2. 1, pETll s 
AgtllXttpCR3. ldS#lfbtb5„ 

[0046] ^f^o^m^A^fc^m^*-- (mmx-^*?—) zfe^mmzm 
frmfezti-fs mmmm, m&mife, mmmm, ls»©v^f»oT^)J:<, a 

Wttf, COSl^ COS7, CHO, NIH/3T3, 293 N Raji, CV11, C12 
71, MRC-5, CPAE, HeLa. 293TXW:Sf9^Jf fetbSo ItFiffifc&glX-^ 
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[0047] ^©i^fcUTWiJttufcoRLiate^sr^iai-sttiia (^scisi&M) Kit* 

[0048] ttJ»*1Bfc»abfe^frfcWft<b^t(03lt^W:, M^f^> ffi&Vtcik&mz 
mm (Witt, Gfls/VWvmtfc. Ca 2 \ XttcAMP©ISI{k, 

(k^ (DNAXiimRNA) (D^W-WM (mRNA) XfifSlRjg^ (^V^W) CO^fe^j" 

1 

[0049] — # % ^B|§^^ORLl^^^S(ORLl^bT©^te^i"5^/l'*3feO 
[0050] *^5^©-fr«feibTW:«r»J:1WRRWs!j:<, Wffim (T^WM 

[0051] m^^^x^itm&oRLi^^M<omik(Dmit^m-f-^o 
[0052] ^^WfDm^mmmm^mt^xi^mmir^^^WfD^K^m^ 
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[0053] i!uiac£/i/ir:/^o^^ * 

sat. MiB^^tt^^tH^^ibT, wcM^m{iL^xmm^fcy^±^ym 

[0054] . m^£5^s#3£BJ<^bi^^M 

[0055] £fc, ^0J(D'ft;^^IW^■^fe^<t^^ orli— (Dmki^m(D^^(OMm 

t>ib, ±&vttmz£<>xmm(Dwmk&&*mm'rz>z.bfc£y, r^^bx^ 
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fete, oR^i^(Dm^^^(D^^<Dms^^^^Bm^m^T^t^m-v 

[0056] ~M1t^ ±3&Vtc&^ffi(D{k&%<DWM&fefc& } Qs PET (positron emission to 
mography) MiBV WJtf>h*(DWm*ft5Zi:&X'%Z> 0 PETte, tK, ^Hf. ^K»>* 

vxm v ^ytfisYKmnJd&mmmw^*—, s^^srwtem-rs^ fc*>!>, «f 

[0057] ' (2)^W^y^^— i x-H^^V^^n— :/ 

m&ttmm&fyteh-r, oia.im^xn^m^R^k^m^^mB^ 
mxhz> 0 

[oo58] mmmm^^-y'kvxmmir^^y^v^^-^^^mkvxitw 
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. =in~— s^^fVy^H—: KyK^^^^ Va>\ fluorescence in 
situ hybridization (FISH), in situ hybridization (ISH) s DNAfy/S^ 



, 3 h, 35 sm<DM&&m&ftxmmi5}ix^xh£<. tr*-?^, myt&m, mm, & 

[0060] £fc, MfB^SrWTW-fi?— ^yffi^P- zfbVXtiim-fZ>Wr&<D'^<7' 

^MB^(Dmm^}t^X^m^m±m^tlit^^K ^ItH Molecular CI 
oning:A Laboratory Manual, f|2)&, a-^/JJy^w^ (1989) ; 9 
. 47-9. 62&mi. 45-11. 61%0MVXft?Z.btfX%Z> o XV Mfc^M, fa 
45XlfcX6. OXSSCXy^y^J^^—^^n^fcm^ 50°CklT2. OxSSC 

3ftJt£, M^^hV>^^—bL-X(Dm2. OxSSC, 50°C/5^, iU^M^v^ 
^-iLTO^O. 2XSSC, 50°ClZXm#LlrZ>^bmX%Z> o isbK, m&XM<D 

[0061] (3)PCRfc&.m~tZ>y P 74^— 

%^=7^— ^UT^UfcPolymerase Chain Reaction (PCR)fe^r#tf6r 

[0062] z.<D£ot£-77^<-<D^tes z<DM.mm^mi-z3tfc*<DMmmmmz£ 
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[0063] ^t; mffiffl\zm^^x*m8&£y&&fft^Mm-r%7!)K ^sn^To^ite 

[006.4] (MMMl:T#^/l'OKLlcDNA.<DMM) 

<£RNA«ISOGEN ( B l/#M) V >H!WHffiafr&«»»bW 

ffllvt\ ^NA/^felst^h^KcDNA^J&Lfco fchORLl<D5';£X)«3'#{Hf8lR 
^^(-lS^bfc7 D 7-l'-^— (5' — TACCGTACAGAGTGGATTTGC 
3) , 3 ' — ACGGGTACCACGGACAG (@S?lJ#-*§4) ) £:Mv ^T, TUW frWM 
fttr^ScDNAd^^S^ORLl^iPSU^o 5t^f-0*M«fcttTaKaRa ExTa 
q(^Mag*±M)£JlV\ 94*C"C45S>, 50^^72^, 72tS^90^£30lM*MT 
ofc 0 rOj;5^UTiiiiiI§tlfcl. 2kbtf>1«$r>tSr#8tU Eukaryotic TA Clo 
ning Kit(^V^>n^V|±^)^MV^T^m^^-pCR3. lfclf-^n— —f^O, 

[0065] (HlfeM2:r^^if/^ORLl^^m^JiSO«^) 

r^^f /VORLl^SSr^tf^Ji^iJ 7 ^— daife*.^*— ) SrTransfectam Re 
- agent (7 B a^^fc$Si)^V>-rCHO (Chinese Hamster Ovary) -Kl$B|£^b 
7>-^7^^hbfc 0 r<Dj|fflJ^f*10%^Jmjktt^t^lmg/mL^^^v'V 
3tt^)^.tpHam's F12iMSrffiV\ 37^, 5%CO 2 #£TT**£#Lfc 0 
^^^tt^b^^^^n-^X^U. [ 125 I] [Tyr^/^-fe^y^^V^c 
/M>'7 i V>'^T^-ir-rfc«t«90RLl^mbTV V (CHO-rhORLl) <§rIH 

^Ufc 0 - 
[0066] (|Hifc#)j3) 

$tei\ CHO-rhORLl^^T, 154mM NaCl, 10mM KOU 0. 8mM CaCl 
^LTJ ? 20%^i5 r ti— ^.^r^tflOmM 3 — (N — morpholino) propanesulf onic aci 

2 

d(MOPS)M«(pH7. 4) ^T^^-fXUt, sfc^^XUfcJg^fclO.OO 
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HEPES/Tris (pH7. 4) ^W^^XUfc 0 BCA7°n^ 

[0067] ^^y^VKIS^^: 

T^^V^S:, 5fl* ©itJt (10~320pM) CD[ 125 I] [Tyr 14 ]/^^^, 50mM . 
HEPES, lOmM Nad, ImM MgCl , 2. 5mM CaCl , 0. 1% ^lfo.fi TVV 

2 2 

^^(BSA^tK). 025% ^M^^Sr^t? ^*200 /z L(D?§?$<^ pH7. 4 N 3 

ethyleneimine) 'pT^SbfcGF/C^iVW 7 — ^^(eiii^^^Sr £ {CI £<9^JJb 
^tc 0 -^O^, ^-f/^— }*4^«D5mM . HEPES/"tris, 0. l%BSA(pH7. 4) 

) iZ-XyMfeVtCo ^b^c^fi^yXAy^h^^T^-?^-^-^ (Graphpad 

[0068] (Jt|fi^!Il) 

[0069] mm^\3Rx^^mmi<D^mm2Rx^m3)^^T^^^oRLucM^-^>i 1Z5 i] 

[Tyr^ly^-lr^^^il^mCkd) fi27^^^^^4pMTrfc<9, JZ'^ezf^ 

[0070] (^M4:[ 35 S]GTP 7 S^^) 

Hi&^HS^^oV^P^bfc^^yVv^r, 20mM HEPES, lOOmM NaCl, 10 
mM MgCl , ImM EDTA&U?5aiM GDP N pH7. 4^|^4 , (^200pM[ 35 S] 

2 

GTP-y S^^^-hUfdo ^(D^^«=t^^J0S^T^V^^^ (wheat germ 
agglutinin) "C=»— h£*tfcSPAtf X§rJPx.Tfct)> ® * (DWlWO J^tt^Sft 

&TxmmfcT, 25°c-e2. s^PpS^*-*^— hufeo ^^^>*^ai« 



WO 2005/045042 PCT/JP2004/016552 

16 

COGTP y S (10 n mol/L) ^^y^^^—Y\JtM\^^^M^^(DU 
U— i/al/%?7>'&~- (TopCount microplate scintillation counter) (s*-yjj'~- 

[0071] 

[0072] mmm4Rx^i^m2(D^mm4K^y^^^<DmM^^m)^, 

50 

[0073] *3&9§©;|£lfc N ^^^KXtWb^offMB^«fe»cJ;ttH!, fch£*0*0>«*Hgtf>O 
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[4] it^l— 3<DVvf*va>— ^B^Ktt^SEBfc&^Sf-AORLiat^. 

[5] ft^^4^|Em^^ORLljt^^F^^r-r^mmx.-<i7^-o 
[6] W^3S5^|E^<D^X.-<i7^-^ti > ^«fem*lfl^o 

[7] mm&^2izmM<DT$smmmfrbttMM£ntz?>'/<?'Mo 
ant, 

[12] MIEf-^^T^^if/v-efes, flM^K9— ii<7)v^Tn^— mK^Mofc&WKD 
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